Abstract
Results
One-hundred and seventy four patients were included. Mean (SD) age: 63 (11) years, mean (SD) disease duration: 8 (6) years. Ninety-three percent were HY I, II or III (mild or moderate disease). Forty-nine percent remained in the same stage during the study period. Clinical evaluation and HRQoL scales showed relatively slight changes over time, demonstrating a stable group overall. Mean (SD) PD total costs augmented 92.5%, from €2,082.17 (€2,889.86) in year 1 to €4,008.6 (€7,757.35) in year 4. Total, direct and indirect cost incremented 45.96%, 35 .63%, and 69.69% for mild disease, respectively, whereas increased 166.52% for total, 55.68% for direct and 347.85% for indirect cost in patients with moderate PD. For severe patients, cost remained almost the same throughout the study. For each additional point in the SCOPA-Motor scale total costs increased €75.72 (p = 0.0174); for each additional point on SCOPA-Motor and the SCOPA-COG, direct costs incremented disease symptoms and HRQoL determined the direct and indirect costs of Parkinson over a 4-year period.
Materials and Methods

Study Design
This costs study is part of the observational, cross sectional, multicenter, nationwide, longitudinal ELEP study (Longitudinal Parkinson's Disease Patient Study -Estudio Longitudinal de Pacientes con Enfermedad de Parkinson). ELEP aimed at describing the course of PD motor and non-motor symptoms, its impact on disability and HRQoL impairment, long-term effect of available therapeutics and the impact of the disease among caregivers [13] .
Participants were included in accordance to the criteria followed by the ELEP study, previously published [13] . Briefly, patients were required to be at least 30 years old, diagnosed by a neurologist in accordance with the United Kingdom PD Society Brain Bank (UKPDSBB) criteria [14] and provided written consent for their participation. The inclusion of participants was performed in groups of 8, distributed according to sex (female or male), age of PD symptoms onset (younger or older than 60 years old) and disease duration (shorter or longer than 5 years). Patients were excluded if they lack of a stable caregiver or because of any condition that prevented a thorough disease evaluation.
Ethical Aspects
Both patients and caregivers signed an informed consent to participate in the study. The Institutional Ethical Review Boards of Carlos III Institute of Health and Princesa Hospital, Madrid, Spain, approved ELEP study.
Data collection
During the ELEP study course (2007) (2008) (2009) (2010) , data was collected yearly during four consecutive years. Symptoms information was gathered once a year while costs were documented during a 3-month period per year. Data included medical care (physicians visits and supportive care visits; hospital admissions; admissions to rehabilitation institutions and diagnostic procedures), PD related drugs (anti-parkinsonian, antidepressants, anxiolytics, hypnotics, antipsychotic drugs), home medical equipment, complementary/alternative medicine and social services/ home assistance as well as employment status information.
Based on resource use and productivity losses, direct and indirect costs were calculated for each year, as the mean 3-month costs per patient. Medical resource unit costs were obtained from the Spanish medical cost database Oblikue [15] , pharmacy costs from the Spanish college of Pharmaceutics database (Bot Plus Web) [16] and the National Health System official tariffs lists [17] . Estimates of productivity loss due to sick leave, early retirement and medical visits absences were calculated based on one working day pay established by Spanish 2012 annual minimum inter-professional wage [18] . All costs were updated to Euros, October 2012, since statistical analysis were performed by that date.
Taking into consideration the available data on use of concrete medical resources, mean costs were estimated for each individual patient. No methods for handling missing data were applied to these data. For this reason, mean individual cost estimates for the entire population were based on variable sample sizes throughout the analysis.
Costs data. Direct medical cost included medical assistance, pharmacological expenses and home medical equipment. Medical assistance cost was calculated multiplying the number of medical and paramedical visits, number of emergency room visits, number and duration of admissions, and number of diagnostic procedures performed during 3 months by the respective unit cost [15] . Pharmacological expenses costs, comprised anti-parkinsonian drugs and other drugs related to PD, were estimated multiplying the cost of daily medication [16] by 90 days (3 months), assuming that patients used the same medication along the study period each year. Home medical equipment covered by the Spanish National Health System was the only proportion of costs considered for the analysis.
Direct non-medical cost included alternative care, home assistance, drugs excluded from the Spanish National Health System and patients' co-payment for special home medical equipment. Alternative care incorporated cost associated to complementary and alternative medicine. It was calculated multiplying the number of visits performed during the 3-month period by the respective unit cost. Home assistance included costs for domestic help,paid by patients or covered by the Spanish National Health System. They were assessed by multiplying the number of weekly hours of home help by the cost per hour of a home help assistant [17] by 12 weeks, assuming that the patient required domestic help with the same regularity along the observation period. Drugs excluded from the Spanish National Health System included drugs not listed in the national reimbursement drug list and over the counter drugs (OTC) related to PD. This cost was estimated by multiplying the cost of daily medication [15] by 90 days, assuming that patients used the same medication in the same administration basis over the three-month period each year.
Indirect costs related to patient's productivity loss included sick leave, early retirement and work absences due to medical visits. Costs related to unemployment funds were not considered. Sick leaves involved the number of working days that the patient lost due to PD. It was calculated multiplying the number of days over the 3-month period by the cost of one working day [18] . Early retirement covered productivity loss caused by premature retirement. It was calculated only for patients younger than 65 years old (official retirement age) at the time of study entry multiplying the monthly minimum inter-professional wage [18] by 3 months. To calculate the productivity loss due to medical visits, only employed patients were considered. The number of medical visits reported was multiplied by the cost of half working day (4 hours) [18] , assuming that, for attending a medical visit, each patient needed up to 4 hours.
Indirect cost related to informal care included informal care, patient personal care, domestic help and caregiver productivity loss due to medical visits. Informal care was defined as unpaid help provided by family members or friends. To estimate these costs, the replacement valuation method was used (cost of buying a similar amount of services from the formal care sector) [19] . Patient's personal care cost was assessed by multiplying the number of weekly hours of patient's care spend by caregiver by 12 (3 months) and by the minimum cost of one hour of nursing assistant, based on the official tariff list [17] , assuming that a patient required regular personal care over the period of observation. Since there was no confirmation that the payments made to caregivers were the same as those in the official tariff lists and to avoid cost overestimation, the minimum cost of nursing assistant was used [19] . Cost of domestic help was established multiplying the number of weekly hours spent by the caregiver in domestic help by the minimum cost of a domestic help assistant based on the official tariff list [17] , and multiplying it by 12 (3-month). To calculate the productivity loss for caregivers, it was assumed that caregivers spent 4 hours to take PD patients to medical visits. The caregiver's productivity loss was estimated by multiplying the number of patients' medical visits reported by 4 hours and by the cost of half working day of a domestic help assistant, based on the official tariff list [17] .
Clinical data. In addition, clinical and follow up information was also collected by a complete medical and neurological examination performed yearly during the duration of the study. The severity of the disease was measured using the Hoehn and Yahr (HY) staging, which combines motor signs distribution, disability degree, and mobility deterioration. This tool clinically classifies patients into six possible stages from 0 (no signs of disease) to V (needing a wheelchair or bedridden unless assisted), and merges it into 3 categories, mild (HY I and II), moderate (HY III) and severe (HY IV and V) [20] .
The SCales for Outcomes in PArkinson's disease-Motor (SCOPA-Motor) is a 21-item instrument, divided in three subscales: motor examination (10-item), activities of daily living (ADL) (7-item) and motor complications (4-item). Item scoring ranges from 0 (normal) to 3 (severe) and a total score from 0 to 75, because four items are scored bilaterally.
Pain was measured using two visual analog scales (VAS), one for intensity and one for frequency of the pain. Both VAS were self-administered by the patient. Scoring ranges from 0 (absence of pain) to 100 (maximum intensity/frequency possible). Total pain score was obtained by multiplying intensity by frequency individual results and dividing it by 100. A VAS scale measured fatigue, which scores ranges from 0 (absence of fatigue) to 100 (worse fatigue possible).
Hospital Anxiety and Depression Scale (HADS) contains 14 items grouped into two dimensions, anxiety and depression. Each item score ranges from 0 (no problem) to 3 (severe problem). The maximum score is 21 for each dimension, being 7 the score above which depression or anxiety are identified. Psychiatric complications were measured using the Parkinson's Psychiatric Rating Scale (PPRS), a scale designed for the assessment of specific symptoms related to levodopa induced psychosis severity in PD patients. It accounts for 6-item scoring from 1 (without symptoms) to 4 (extreme symptoms), being 6-24 the total possible score range.
SCOPA-Psychosocial (SCOPA-PS) is an 11-item specific self-assessment to measure the psychosocial impact of PD. Item scores range from 0 (not at all) to 3 (very much), providing a summary index by transforming the total sum to a percentage of the maximum possible score (33-point). SCOPA-Sleep is made of two subscales. The nocturnal sleep subscale includes 5-items scoring from 0 (not at all) to 3 (a lot), being 15 the maximum total score. The daytime sleepiness subscale includes 6-items which scores ranges from 0 (never) to 3 (often) being the maximum score 18. In addition, a question regarding overall quality of nocturnal sleep, scoring from 1 (very well) to 7 (very badly) is included.
SCOPA-AUTonomic (SCOPA-AUT) is a 23-item scale designed to assess autonomic dysfunction in different areas: gastrointestinal (7-item), urinary (6-item), cardiovascular (3-item), thermoregulatory dysfunction (4-item), pupillo-motor dysfunction (1-item) and sexual dysfunction (2-item for men and 2-item for women). Each item scores ranges from 0 (never) to 3 (frequently) giving a total score range from 0 to 69. Scales for Outcomes in Parkinson's disease-cognitive (SCOPA-COG), used to evaluate the cognitive status of Parkinson's patients, includes 10-item grouped into four domains, namely, attention, memory and learning, executive functions and vision-spatial functions. The total score ranges from 0 to 43, higher score reflect better cognitive performance.
The EQ-5D is a generic HRQoL measure that specifically addresses health status through three main components: descriptive system formed by 5-item, scoring from 1 (no problems or symptoms) to 3 (serious problems or symptoms), a question about change in health status in the preceding 12-month, scoring from 1 (better) to 3 (worse), and a visual analog scale (EQ-VAS) to assess current health status, scoring from 0 (worse imaginable) to 100 (best imaginable). Score profiles for the descriptive part can be converted into an index ranging from 0 (death) to 1 (perfect health), with negative values indicating states worse than death.
In case of missing data in one scale/subscale, it was substituted by the average of answered items in the same scale/subscale provided that the total lost information did not surpass 25%. If the amount of unanswered items in one scale outstripped 25% of the total of items, the scale results were considered as missing data.
Data Analysis
Descriptive analysis were carried out for all variables, including mean and standard deviation (SD) and range (min-max), and median and range calculations for quantitative variables, and percentage for qualitative ones. With the goal of linking together the clinical evaluations with the 4-year generated costs, linear mixed models were performed analyzing the total, direct and indirect costs based on symptoms, and HRQoL, measured with the previously described scales, using Software R [21] and the statistical package nlme [22] . Total, direct and indirect costs were considered dependent variables and symptoms (motor, non-motor) and HRQoL measured with SCOPA-Motor, pain VAS, fatigue VAS, HADS, PPRS, SCOPA-PS, SCOPA-Sleep, SCOPA-AUT, SCOPA-COG and EQ-5D, as explanatory ones. Only questionnaires with at least 75% of used scales information as well as costs and use of resources of the 4 years of study were included.
A linear mixed model is a parametric linear model for clustered, longitudinal or repeated measures data that qualifies the relationships between a continuous dependent variable and various predictor variables. It provides a linear function of a group of co-variables that estimate the dependent variable and its dependence over time as a fixed effect. Unlike the classic linear regressions, mixed models accounts for repeated observations on each subject over time, because it allows a wide variety of correlation patterns to be explicitly modeled [22] .
An important fact to be considered in any statistical regression model is the elimination of observations that, for some unknown reason, disagree with the others and may exert a great influence on the model. To do so, residuals were used to detect deviations from the fitted model against the observed. Raw residuals are defined as the difference between the observed values and the ones predicted by the model. From these raw residuals, other residuals can be defined, the standardized or Pearson residuals (raw residuals divided by the corresponding standard errors). The R functions included in the nlme package provided diagnostic plots, using Pearson residuals. Observations with high residuals can distort the results and the accuracy of the regression, so, those observations were removed from the data set and substituted by the sample mean.
Results
Patient's demographics and clinical characteristics
One hundred and seventy four patients from the ELEP cohort were included in the analysis. Half of patients were male (50%). At time of inclusion, the participant's mean (SD) age was 63 (11) and the mean (SD) disease duration was 8 years (6). The majority of patients had primary education, were married, and lived in urban areas at home and did not belonged to any PD patients association during the follow up period. More than 90% of the participants did not undergo surgery for their Parkinson condition. In those subjects who received a surgical procedure, bilateral sub-thalamic stimulation was the most common one (6.3%). Most patients (83.2%) were inactive workers. The number of patients requiring early retirement increased from year 1 (28.9%) to year 4 (33.9%). The proportion of patients with recognized PD-related disability (disability status provided by the Social Services Ministry) increased 17% during the study period (Table 1) .
Clinical and follow up results
More than 95% of participants were classified as HY stage I, II or III (mild or moderate disease). Forty-nine percent (n = 85) of patients remained in the same disease stage during the four years of study, while 34% (n = 59) progressed one stage, 6% (n = 10) two stages and only 1% (n = 1) advanced three stages between year 1 and 4 (Fig 1) . 
Costs of Parkinson disease
As presented in Table 2 , the mean total costs of PD increased 92.5% from a mean of €2,082.17 (SD: €2,889.86, n = 174) in year 1 to €4,008.6 (SD: €7,757.35, n = 174) in year 4. Mean direct costs increased 52% from €1,330.51 (SD: €2,229.77, n = 174) in year 1 to €2,022.90 (SD: €4,582.78, n = 166) in year 4. Mean direct medical costs per patient rose 52.7% over time, from €998.38 (SD: €1,476.15, n = 174) at year 1 to €1,525.00 (SD: 4,321.92, n = 166) in year 4. Pharmacological costs per patient increased 81.6% over time, from €284.39 (SD: 241.87, n = 174) at year 1 to €516.48 (SD: 458.92, n = 174) at year 4. Mean direct non-medical costs, including alternative care and home assistance among others, also showed an increase of 161.38% from €1,090.40 (SD: €2,781.15, n = 53) in the first year up to €2,850.10 (SD: €2,839.70, n = 29) in the fourth year. In regards of indirect costs, less than 53% of patients had registered data in the case report form (CRF). The mean indirect cost, comprehending productivity loss and informal care, heightened 128.45% from €1,720.90 (SD: €2,176.90, n = 76) in the first year to €3,931.40 (SD: €8,372.62, n = 92) in the fourth year.
When analyzing PD costs variation by disease severity over the 4 years of study, mean total, direct and indirect costs were always higher at year 4 for the mild and moderate groups (Fig 2) . Total costs, direct costs and indirect cost were 45.96%, 35.63% and 69.69% higher in mild disease, respectively, whereas there was an increment of 166.52% for total costs, 55.68% for direct cost and 347.85% for indirect cost in moderate PD population. In severe patients, cost remained almost the same during the study period. All costs are presented in Table 3 .
Mean total costs for PD were 48.33% and 239.68% higher than mild PD for moderate and severe disease during year 1 and 170.86% and 108.12% higher for moderate and severe disease during year 4, respectively. For the first year mean total cost for mild disease was €1,748.14 (SD: €2,411.94, n = 131), €2,593.05 (SD: €3,671.23, n = 34) for moderate and €5,938.09 (SD: €4,325.54, n = 7) for severe PD. During year 4, mean total cost for PD was €2,551.55 (SD: €3,395.28, n = 110) for mild, €6,911.04 (SD: 12,698.30, n = 50) for moderate and €5,310.24 (SD: €7,176.07, n = 12) for severe PD.
Mean direct costs for PD were 85.23% and 143.85% higher for moderate and severe disease during year 1 and 112.61% and 81.57% higher for moderate and severe disease during year 4, respectively, compared to mild PD. For the first year, mean direct cost for mild disease was €1,089.29 (SD: €1,614.17, n = 131), €2,017.71 (SD: €3,622.67, n = 34) for moderate and €2,656.27 (SD: €2,929.58, n = 7) for severe disease. During year 4, mean direct cost for PD was €1,477.43 (SD: €2,309.24, n = 108) for mild, €3,141.10 (SD: €7,599.18, n = 49) for moderate and €2,682.55 (SD: €2,076.70, n = 7) for severe PD.
Compared to mild disease, mean indirect cost for PD were 26.34% lower and 97.73% higher for moderate and severe disease during year 1 and 94.41% and 32.98% higher for severe disease during year 4, respectively. For the first year, mean indirect cost for mild disease was €1,659.78 (SD: €2,411.94, n = 52), €1,222.59 (SD: €1,153.44, n = 16) for moderate and €3,281.81 (SD: €4,282.39, n = 7) for severe disease. During year 4, mean indirect cost for PD was €2,816.47 (SD: €3,004.36, n = 43) for mild, €5,475.38 (SD: €12,611.05, n = 35) for moderate and €3,745.42 (SD: €6,328.80, n = 12) for severe disease.
When disease motor symptoms, non-motor symptoms and HRQoL were modeled against total costs, results showed that for each point increment in the SCOPA-Motor scale total costs augmented €75.72 per patient(p = 0.0174) ( Table 4 ). The same analysis with direct costs demonstrated that for each additional point in the SCOPA-Motor and the SCOPA-COG scale, direct costs incremented in €49.21 (p = 0.0094) and €44.81 per patient (p = 0.0404), respectively. However, higher scores in HADS-D scale associated with savings of €133.24 per patient (p = 0.079). When the model included indirect costs, pain was the only symptom that influenced it, being that for each additional point on the pain VAS scale, indirect costs heightened €16.31 per patient (p = 0.0228). Table 2 . Description of Parkinson's disease costs during the four years of study. 
Discussion
This study provides the first opportunity for the longitudinal examination of the clinical and socioeconomic impact of Parkinson in the Spanish population. There are three main aspects derived from this analysis: the study population was a well-controlled one with a moderate disease that had minimal change over the study period, associated costs markedly increased over time and motor symptoms, cognitive dysfunction and pain had a direct impact on disease expenditure. Albeit the inclusion criteria used for the selection of the sample in the ELEP study, in which sociodemographic and clinical variables were considered in order to avoid typical biases (inclusion based on severity levels according to HY criteria, which provides asymmetrical samples with overrepresentation of HYII and HYIII and practical absence of HYV), in this study the majority of the sample had PD HYI-III. These results concurred with the epidemiology data of Parkinson in Spain, which states that more than 60% of Parkinson patients are HY I-II and around 25%, HY IV-V [10] . In addition, patient's condition remained stable during the study period. Most patients presented intermediate scores in the symptoms assessments with mild variations over time. Moderate scores were also consistently observed for HRQoL evaluation. These can be explained because specialists who were experts in managing PD and controlling the disease over time followed the included subjects.
Results in the present publication demonstrates that PD total cost per patient in Spain increased over time, from €2,082.17 per trimester in year 1 to €4,008.60 per trimester in year 4. These results are in line with previous publications. Garcia Ramos et al. (2013) [10] reviewed all published data regarding PD costs in Spain and reported total costs of €8,640 per semester, being direct costs the biggest contributor to this amount reaching €6,030, while Von Campenhausen [23] , demonstrated that PD total costs of per semester, from the societal perspective, were lower in Eastern European countries (Russia: €2,620, Czech Republic: €5,510) as compared with most Western European countries (Austria: €9,820, Germany: € 8,610, Italy: €8,340). Moreover, Schenkman et al. (2001) [24] affirmed that costs augmented mainly because of the temporal progression of the disease.
Data presented in this publication also reveals that disease progression is a key driver on disease costs, being that total, direct and indirect cost increases as HY states do. This finding has also been described by other authors. Cubo et al. (2009) [25] in their cross sectional pilot study in Spain during 2004 reported that direct cost were significantly higher in patients with severe disease (p<0.001) and longer disease duration (p<0.01). [26] in their review of the economic impact of PD in UK also stated that disease severity was the single most important cost driver. Their data showed that patients diagnosed with severe Parkinson (HY V) incurred in costs that were up to six times higher than patients with mild disease (HY I) (€3 583,08 vs. €22176.46). Lastly, Keränen et al. (2003) [11] in their observational study with Finnish Parkinson patients, concluded that there was an association between disease severity and annual costs, showing that the proportion of indirect costs increased as the disease progressed, accounting for as much as half of the total costs in severe (HY IV) stages.
Regarding PD symptoms, the presented analysis demonstrates that motor symptoms significantly affected PD total and direct costs. Considering that resting tremor, bradykinesia, [28] in their study with PD patients assessed the clinical condition, disease severity and related it to total costs, reporting that motor fluctuations were the main total costs predictor, being total cost for patients with motor fluctuations 113.8% higher than patients without motor fluctuations. In the same line, Cubo et al. (2009) [25] in their study relating motor and non-motor symptoms with direct costs, also made a significant correlation between motor symptoms measured by SCOPA-Motor and direct costs. In addition to the later, this publication also shows that cognitive impairment is another significant predictor of direct costs. In agreement with this, Vossius et al. (2011) [29] performed a standard regression analysis to evaluate the effect of dementia on direct costs per year of survival (YOS) in Norwegian PD patients, indicating that direct costs of patients with dementia were 3.3 times higher than those without dementia per YOS in 1997. In addition, institutional care was the largest cost factor, representing 67% of direct costs, cognitive function predicted direct costs in 29.4% and cognitive decline was associated with increased costs, even in nondemented patients.
In this study depression resulted inversely related to PD direct costs, being that patients with depression had fewer expenses. This finding was consistent with other published article that demonstrated that PD patients with depression expend less in treatments decreasing pharmacological costs [30] . In line with this statement, Richy et al. (2013) [31] in their analysis of compliance with pharmacotherapy and direct costs in subjects with PD demonstrated that depressed patients were at increase odds to be non-compliant compared to patients without this diagnose (p<0.0001). Non-compliant patients expended 38.8% less in pharmacologic treatments than compliant ones. Despite the later, this data should be carefully considered since it only considers pharmaceutical cost disregarding the use of resources that can derive from it. More studies should be performed on this subject. The main goal of treatment guidelines for motor and non-motor symptoms are to preserve functional independence and HRQoL. Achievement of these objectives can reduce the need for healthcare resources utilization and decrease associated costs. Treatment should be directed at providing symptomatic relief for motor and non-motor symptoms with special interest in cognitive impairment and pain, while minimizing undue adverse effects [32] .
Finally, another important finding provided by this study is that pain is associated with an increment in indirect costs. One can argue that PD has not been clearly related with pain, however it is present in around 40% of PD patients [33] . Moreover, chronic pain also markedly decrease HRQoL and health status of PD patients [34] and can relate with depression (OR = 2.88, 95%CI: 1.87-4.44) [35] . The relation of pain and indirect cost increments has been previously denoted across Europe. Almost one in five patients with chronic pain reported having lost their jobs because of their pain and one third reported that the hours they worked or whether they worked at all, were affected by their pain, which is associated with an enormous indirect cost that can represent 3-10% of the gross domestic product. Among the types of pain, neuropathies appeared among the most costly ones. Productivity loses, absenteeism and early retirement and disability retirement contributed substantially to these costs, and could be reduced by investing in effective therapeutic interventions [34] . The clinical approach for the vast majority of PD related pain is the optimization of levodopa treatment [36] .
This study has limitations due to the population included. The majority of patients had mild to moderate PD, which remained stable over time hindering the evaluation of severe disease groups, who are probably the ones who need more resources and are most costly to the system. Moreover, unlike Schenkman et al. (2001) study [24] , which was created with the objective of assessing economic impact of PD over 3 years, the ELEP study was not designed for costs estimations; therefore, cost information was only registered over a three-month period assuming patients used the same resources over that time. Finally, considering that only descriptive analysis were carried out, further research including clinical sample differences should be conducted.
Conclusions
PD causes an important economic impact for the Spanish National Health System. Considering that the presented results included patients with mild to moderate disease, it can be suggested that severely ill patients would represent a bigger economic burden for the system. Total costs increased with the progression and the severity of the disease, being motor symptoms, cognitive impairment and pain main predictors of costs. Therapeutic measures aimed at slowing disease progression and controlling of motor and cognitive symptoms, as well as pain, could help to contain disease expenditures, although further global analysis is required in order to obtain more definitive conclusions. 
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